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DETAILED ACTION 



1. Claims 1-7 are pending in the instant application. 

2. The use of trademark has been noted in this application. It should be 
capitalized wherever it appears and be accompanied by the generic 
terminology. 

Although the use of trademarks is permissible in patent applications, 
the proprietary nature of the marks should be respected and every effort 
made to prevent their use in any manner which might adversely affect their 
validity as trademarks. 

3. The disclosure is objected to because of the following informalities: 
the figures (figure 2) and specification (pp. 2, 16, 26, 30, 31) contain 
oligonucleotide sequences that do not have a sequence identifier. There are 
no sequence identifiers in the Brief Description of the Drawings. 

This application contains sequence disclosures that are encompassed 
by the definitions for nucleotide and/or amino acid sequences set forth in 37 
C.F.R. § 1.821(a)(1) and (a)(2). However, this application fails to comply 
with the requirements of 37 C.F.R. §§ 1.821-1.825 for the reason(s) set forth 
above. 

Full compliance with the sequence rules is required in response to this 
office action. A complete response to this office action should include both 
compliance with the sequence rules and a response to the Office Action set 
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forth below. Failure to fully comply with both these requirements in the 
time period set forth in this office action will be held non-responsive. 

4. The disclosure is objected to because of the following informalities: 

there is no address for the ATCC. The current address of the ATCC is as 

follows: American Type Culture Collection 

10801 University Boulevard 
Manassas, VA 201 10-2209 

5. Claim 3 is objected to because of the following informalities: the 
claim is not a complete sentence. Appropriate correction is required. 

6. It is noted that there are numerous references in the specification that 
have not been cited in an information disclosure statement. 37 CFR 1.98(b) 
requires a list of all patents, publications, or other information submitted for 
consideration by the Office, and MPEP § 609.04(a) states, "the list may not 
be incorporated into the specification but must be submitted in a separate 
paper." Therefore, unless the references have been cited by the examiner on 
form PTO-892, they have not been considered. 

7. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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8. Claims 1-7 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement. The claim(s) 
contains subject matter which was not described in the specification in such 
a way as to reasonably convey to one skilled in the relevant art that the 
inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a written description rejection. 

The claims (claim 1) are directed to an immunostimulating agent 
which comprises a complex of an immunostimulating oligonucleotide and a 
polysaccharide having a p-l,3-bonds. The claims do not recite the structure 
of the immunostimulating oligonucleotide sequence, save the CpG recited in 
claim 2. 

MPEP § 2163.02 states, "[a]n objective standard for determining 
compliance with the written description requirement is, 'does the description 
clearly allow persons of ordinary skill in the art to recognize that he or she 
invented what is claimed' ". The courts have decided: The purpose of the 
"written description" requirement is broader than to merely explain how to 
"make and use"; the applicant must convey with reasonable clarity to those 
skilled in the art that, as of the filing date sought, he or she was in possession 
of the invention. The invention is, for purposes of the "written description" 
inquiry,, whatever is now claimed. See Vas-Cath, Inc. v. Mahurkar, 935 F.2d 
1555, 1563-64, 19 USPQ2d 1111, 1117 (Federal Circuit, 1991). 
Furthermore, the written description provision of 35 USC § 1 12 is severable 
from its enablement provision; and adequate written description requires 
more than a mere statement that it is part of the invention and reference to a 
potential method for isolating it. See Fiers v. Revel, 25 USPQ2d 1601, 1606 
(CAFC 1993) and Amgen Inc. V. Chugai Pharmaceutical Co. Ltd., 18 
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USPQ2d 1016. The Guidelines for Examination of Patent Applications 
Under the 35 U.S.C. 1 12, paragraph 1, "Written Description" Requirement 
(66 FR 1099-1 111, January 5, 2001) state, "[possession may be shown in a 
variety of ways including description of an actual reduction to practice, or by 
showing the invention was 'ready for patenting' such as by disclosure of 
drawings or structural chemical formulas that show that the invention was 
complete, or by describing distinguishing identifying characteristics 
sufficient to show that the applicant was in possession of the claimed 
invention" (Id. at 1 104). Moreover, because the claims encompass a genus 
of compositions, an adequate written description of the claimed invention 
must include sufficient description of at least a representative number of 
species by actual reduction to practice, reduction to drawings, or by 
disclosure of relevant, identifying characteristics sufficient to show that 
Applicant was in possession of the claimed genus. However, factual 
evidence of an actual reduction to practice has not been disclosed by 
Applicant in the specification; nor has Applicant shown the invention was 
"ready for patenting" by disclosure of drawings or structural chemical 
formulas that show that the invention was complete; nor has Applicant 
described distinguishing identifying characteristics sufficient to show that 
Applicant were in possession of the claimed invention at the time the 
application was filed. 

The Guidelines further state, "[fjor inventions in an unpredictable art, 
adequate written description of a genus which embraces widely variant 
species cannot be achieved by disclosing only one species within the genus" 
(Id. at 1 106); accordingly, it follows that an adequate written description of a 
genus cannot be achieved in the absence of a disclosure of at least one 



Application/Control Number: 1 0/557, 1 08 
Art Unit: 1645 



Page 6 



species within the genus. Therefore, absent a detailed and particular 
description of a representative number, or at least a substantial number of the 
members of the genus of compositions, the skilled artisan could not 
immediately recognize or distinguish members of the claimed antigenic 
compositions. In view of the above, the instant specification fails to meet 
the written description requirement as set forth under 35 U.S.C. 1 12, first 
paragraph. 

A lack of adequate written description issue also arises if the 
knowledge and level of skill in the art would not permit one skilled in the art 
to immediately envisage the product claimed from the disclosed process. 
See, e.g., Fujikawa v. Wattanasin, 93 F.3d 1559,1571, 39 USPQ2d 1895, 
1905 (Fed. Cir. 1996) (a "laundry list" disclosure of every possible moiety 
does not constitute a written description of every species in a genus because 
it would not "reasonably lead" those skilled in the art to any particular 
species); In re Ruschig, 379 F.2d 990, 995, 154 USPQ 118, 123 (CCPA 
1967) ("If n-propylamine had been used in making the compound instead of 
n-butylamine, the compound of claim 13 would have resulted. Appellants 
submit to us, as they did to the board, an imaginary specific example 
patterned on specific example 6 by which the above butyl compound is 
made so that we can see what a simple change would have resulted in a 
specific supporting disclosure being present in the present specification. The 
trouble is that there is no such disclosure, easy though it is to imagine it.") 
(emphasis in original); Purdue Pharma L.P. v. Faulding Inc., 230 F.3d 1320, 
1328, 56 USPQ2d 1481, 1487 (Fed. Cir. 2000) ("the specification does not 
clearly disclose to the skilled artisan that the inventors ... considered the 
ratio... to be part of their invention .... There is therefore no force to Purdue's 
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argument that the written description requirement was satisfied because the 
disclosure revealed a broad invention from which the [later-filed] claims 
carved out a patentable portion"). 

The claimed invention as a whole may not be adequately described 
where an invention is described solely in terms of a method of its making 
coupled with its function and there is no described or art-recognized 
correlation or relationship between the structure of the invention and its 
function. A biomolecule sequence described only by a functional 
characteristic, without any known or disclosed correlation between that 
function and the structure of the sequence, normally is not a sufficient 
identifying characteristic for written description purposes, even when 
accompanied by a method of obtaining the claimed sequence. For example, 
even though a genetic code table would correlate a known amino acid 
sequence with a genus of coding nucleic acids, the same table cannot predict 
the native, naturally occurring nucleic acid sequence of a naturally occurring 
mRNA or its corresponding cDNA. Cf. In re Bell, 991 F.2d 781, 26 
USPQ2d 1529 (Fed. Cir. 1993), and In re Deuel, 51 F.3d 1552, 34 USPQ2d 
1210 (Fed. Cir. 1995) (holding that a process could not render the product of 
that process obvious under 35 U.S.C. 103). The Federal Circuit has pointed 
out that under United States law, a description that does not render a claimed 
invention obvious cannot sufficiently describe the invention for the purposes 
of the written description requirement of 35 U.S.C. 1 12. Eli Lilly, 1 19 F.3d 
at 1567, 43 USPQ2d at 1405. Compare Fonar Corp. v. General Electric Co., 
107 F.3d 1543, 1549, 41 USPQ2d 1801, 1805 (Fed. Cir. 1997) ("As a 
general rule, where software constitutes part of a best mode of carrying out 
an invention, description of such a best mode is satisfied by a disclosure of 
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the functions of the software. This is because, normally, writing code for 
such software is within the skill of the art, not requiring undue 
experimentation, once its functions have been disclosed. Thus, flow charts 
or source code listings are not a requirement for adequately disclosing the 
functions of software."). MPEP 2163 

A specification may describe an actual reduction to practice by 
showing that the inventor constructed an embodiment or performed a 
process that met all the limitations of the claim and determined that the 
invention would work for its intended purpose. Cooper v. Goldfarb, 154 
F.3d 1321, 1327, 47 USPQ2d 1896, 1901 (Fed. Cir. 1998). See also UMC 
Elecs. Co. v. United States, 816 F.2d 647, 652, 2 USPQ2d 1465, 1468 (Fed. 
Cir. 1987) ("[TJhere cannot be a reduction to practice of the invention 
without a physical embodiment which includes all limitations of the 
claim."); Estee Lauder Inc. v. L'Oreal, S.A., 129 F.3d 588, 593, 44 USPQ2d 
1610, 1614 (Fed. Cir. 1997) ("[A] reduction to practice does not occur until 
the inventor has determined that the invention will work for its intended 
purpose."); Mahurkar v. C.R. Bard, Inc., 79 F.3d 1572, 1578, 38 USPQ2d 
1288, 1291 (Fed. Cir. 1996) (determining that the invention will work for its 
intended purpose may require testing depending on the character of the 
invention and the problem it solves). Description of an actual reduction to 
practice of a biological material may be shown by specifically describing a 
deposit made in accordance with the requirements of 37 CFR 1.801 et seq. 
See especially 37 CFR 1.804 and 1.809. See also paragraph I., supra. MPEP 
2 1 63 This actual reduction to practice of the claimed invention is not set 
forth in the instant specification. 
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For some biomolecules, examples of identifying characteristics 
include a sequence, structure, binding affinity, binding specificity, molecular 
weight, and length. Although structural formulas provide a convenient 
method of demonstrating possession of specific molecules, other identifying 
characteristics or combinations of characteristics may demonstrate the 
requisite possession. >As explained by the Federal Circuit, "(1) examples 
are not necessary to support the adequacy of a written description; (2) the 
written description standard may be met . . . even where actual reduction to 
practice of an invention is absent; and (3) there is no per se rule that an 
adequate written description of an invention that involves a biological 
macromolecule must contain a recitation of known structure." Falkner v. 
Inglis, 448 F.3d 1357, 1366, 79 USPQ2d 1001, 1007 (Fed. Cir. 2006). See 
also Capon v. Eshhar, 418 F.3d at 1358, 76 USPQ2d at 1084 ("The Board 
erred in holding that the specifications do not meet the written description 
requirement because they do not reiterate the structure or formula or 
chemical name for the nucleotide sequences of the claimed chimeric genes" 
where the genes were novel combinations of known DNA segments. ).< For 
example, disclosure of an antigen fully characterized by its structure, 
formula, chemical name, physical properties, or deposit in a public 
depository provides an adequate written description of an antibody claimed 
by its binding affinity to that antigen. Noelle v. Lederman, 355 F.3d 1343, 
1349, 69 USPQ2d 1508, 1514 (Fed. Cir. 2004) (holding there is a lack of 
written descriptive support for an antibody defined by its binding affinity to 
an antigen that itself was not adequately described). Additionally, unique 
cleavage by particular enzymes, isoelectric points of fragments, detailed 
restriction enzyme maps, a comparison of enzymatic activities, or antibody 
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cross-reactivity may be sufficient to show possession of the claimed 
invention to one of skill in the art. See Lockwood, 107 F. 3d at 1572, 41 
USPQ2d at 1966 ("written description" requirement may be satisfied by 
using "such descriptive means as words, structures, figures, diagrams, 
formulas, etc., that fully set forth the claimed invention"). A definition by 
function alone "does not suffice" to sufficiently describe a coding sequence 
"because it is only an indication of what the gene does, rather than what it 
is." Eli Lilly, 1 19 F.3 at 1568, 43 USPQ2d at 1406. See also Fiers, 984 F.2d 
at 1 169-71, 25 USPQ2d at 1605-06 (discussing Amgen Inc. v. Chugai 
Pharmaceutical Co., 927 F.2d 1200, 18 USPQ2d 1016 (Fed. Cir. 1991)). 

An adequate written description of a chemical invention also requires 
a precise definition, such as by structure, formula, chemical name, or 
physical properties, and not merely a wish or plan for obtaining the chemical 
invention claimed. See, e.g., Univ. of Rochester v. G.D. Searle & Co., 358 
F.3d 916, 927, 69 USPQ2d 1886, 1894-95 (Fed. Cir. 2004) (The patent at 
issue claimed a method of selectively inhibiting PGHS-2 activity by 
administering a non-steroidal compound that selectively inhibits activity of 
the PGHS-2 gene product, however the patent did not disclose any 
compounds that can be used in the claimed methods. While there was a 
description of assays for screening compounds to identify those that inhibit 
the expression or activity of the PGHS-2 gene product, there was no 
disclosure of which peptides, polynucleotides, and small organic molecules 
selectively inhibit PGHS-2. The court held that "[wjithout such disclosure, 
the claimed methods cannot be said to have been described."). 

The written description requirement for a claimed genus may be 
satisfied through sufficient description of a representative number of species 



Application/Control Number: 1 0/557, 1 08 Page 1 1 

Art Unit: 1645 

by actual reduction to practice (see i)(A), above), reduction to drawings (see 
i)(B), above), or by disclosure of relevant, identifying characteristics, i.e., 
structure or other physical and/or chemical properties, by functional 
characteristics coupled with a known or disclosed correlation between 
function and structure, or by a combination of such identifying 
characteristics, sufficient to show the applicant was in possession of the 
claimed genus (see i)(C), above). See Eli Lilly, 119 F.3d at 1568, 43 
USPQ2d at 1406. 

A "representative number of species" means that the species, which 
are adequately described are representative of the entire genus. Thus, when 
there is substantial variation within the genus, one must describe a sufficient 
variety of species to reflect the variation within the genus. The disclosure of 
only one species encompassed within a genus adequately describes a claim 
directed to that genus only if the disclosure "indicates that the patentee has 
invented species sufficient to constitute the gen[us]." See Enzo Biochem, 
323 F.3d at 966, 63 USPQ2d at 1615; Noelle v. Lederman, 355 F.3d 1343, 
1350, 69 USPQ2d 1508, 1514 (Fed. Cir. 2004) (Fed. Cir. 2004)("[A] 
patentee of a biotechnological invention cannot necessarily claim a genus 
after only describing a limited number of species because there may be 
unpredictability in the results obtained from species other than those 
specifically enumerated."). "A patentee will not be deemed to have invented 
species sufficient to constitute the genus by virtue of having disclosed a 
single species when ... the evidence indicates ordinary artisans could not 
predict the operability in the invention of any species other than the one 
disclosed." In re Curtis, 354 F.3d 1347, 1358, 69 USPQ2d 1274, 1282 (Fed. 
Cir. 2004)(Claims directed to PTFE dental floss with a friction-enhancing 
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coating were not supported by a disclosure of a microcrystalline wax coating 
where there was no evidence in the disclosure or anywhere else in the record 
showing applicant conveyed that any other coating was suitable for a PTFE 
dental floss.) On the other hand, there may be situations where one species 
adequately supports a genus. See, e.g., Rasmussen, 650 F.2d at 1214, 
211 USPQ at 326-27 (disclosure of a single method of adheringly applying 
one layer to another was sufficient to support a generic claim to "adheringly 
applying" because one skilled in the art reading the specification would 
understand that it is unimportant how the layers are adhered, so long as they 
are adhered); In re Herschler, 591 F.2d 693, 697, 200 USPQ 711,714 
(CCPA 1979) (disclosure of corticosteroid in DMSO sufficient to support 
claims drawn to a method of using a mixture of a "physiologically active 
steroid" and DMSO because "use of known chemical compounds in a 
manner auxiliary to the invention must have a corresponding written 
description only so specific as to lead one having ordinary skill in the art to 
that class of compounds. Occasionally, a functional recitation of those 
known compounds in the specification may be sufficient as that 
description."); In re Smythe, 480 F.2d 1376, 1383, 178 USPQ 279, 285 
(CCPA 1973) (the phrase "air or other gas which is inert to the liquid" was 
sufficient to support a claim to "inert fluid media" because the description of 
the properties and functions of the air or other gas segmentizing medium 
would suggest to a person skilled in the art that appellant's invention 
includes the use of "inert fluid" broadly.). 

9. Claims 1 and 3-7 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains 
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subject matter which was not described in the specification in such a way as 
to enable one skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and/or use the invention. 

The claims (claim 1) are directed to an immunostimulating agent 
which comprises a complex of an immunostimulating oligonucleotide and a 
polysaccharide having a p-l,3-bonds. The claims do not recite the structure 
of the immunostimulating oligonucleotide sequence, nor do the claims recite 
that the immunostimulating oligonucleotide has an unmethylated CpG. 

The state of the art teaches that the unmethylated CpG in these 
immunostimulatory sequences are responsible for the immune stimulatory 
activity in view of the fact that when these motifs are methylated the activity 
is lost (Krieg, Trends in Microbiology, June 2001, 9/8:249-252; see also 
Verthelyi et al, Clinical Immunology, 2003, 109:64-71). Lin et al (J. Invest. 
Medicine, September 1997, 45/7:333A abstract only) teaches that 
oligodeoxynucleotides containing unmethylated CpG dinucleotides are 
capable of inducing activation of cells including B cell and 
monocytes/macrophages that participate in antigen presentation. 

In view of all of the above it would require undue experimentation to 
practice the claimed invention. Factors to be considered in determining 
whether undue experimentation is required, are set forth in In re Wands 8 
USPQ2d 1400. They include (1) the quantity of experimentation necessary, 
(2) the amount of direction or guidance presented, (3) the presence or 
absence of working examples, (4) the nature of the invention, (5) the state of 
the prior art, (6) the relative skill of those in the art, (7) the predictability or 
unpredictability of the art and (8) the breadth of the claims. 
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Applying the above test to the facts of record, it is determined that 1) 
no declaration under 37 C.F.R. 1.132 or other relevant evidence has been 
made of record establishing the amount of experimentation necessary, 2) 
insufficient direction or guidance is presented in the specification with 
respect to the claimed composition, 3) the relative skill of those in the art is 
commonly recognized as quite high (post-doctoral level). With regard to (4) 
the nature of the invention and (5) the state of the prior art, these have been 
discussed above. One of skill in the art would require guidance, in order to 
make or use an immunostimulating agent as claimed. For reasons stated 
above (i.e. lack of enabling disclosure, unpredictability of the art, and lack of 
guidance) it would require undue experimentation to practice the claimed 
invention. A conclusion of lack of enablement means that, based on the 
evidence regarding each of the above factors, the specification, at the time 
the application was filed, would not have taught one skilled in the art how to 
make and/or use the full scope of the claimed invention without undue 
experimentation. In re Wright, 999 F.2d 1557, 1562, 27 USPQ2d 1510, 1513 
(Fed. Cir. 1993). In view of all of the above, the pending specification does 
not enable the claimed invention and therefore the pending claims are not 
enabled. 

10. Claims 1-7 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains 
subject matter which was not described in the specification in such a way as 
to enable one skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and/or use the invention. 
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The claims (claim 1) are directed to an immunostimulating agent 
which comprises a complex of an immunostimulating oligonucleotide and a 
polysaccharide having a p-l,3-bonds. The claims do not recite the structure 
of the immunostimulating oligonucleotide sequence, save the CpG recited in 
claim 2, which defines 2 nucleotides. The structure of the claimed 
immunostimulatory sequence is not defined. 

The state of the art is unpredictable with regard to the use of 
oligonucleotides of less than 8 nucleotides having immunostimulatory 
activity. Yamamoto et al 1994 (Antisense Research and Development, 1994, 
4:1 19-122) teaches that "immunostimulatory activity of oligonucleotides 18 
bases or more in length was observed and was proportional to the base 
length, with a maximum at 22-30 bases. On the other hand, the 
oligonucleotides 16 bases or less in length were not as active even if they 
possessed the palindromic sequences. These results indicate that the 
immunostimulatory activity of oligonucleotides with certain palindromic 
sequences requires an oligonucleotide at least 18 bases long." (abstract). 

The state of the art is unpredictable with regard to treatments using 
CpG. CpG containing oligonucleotides are currently being investigated for 
exerting their immunotherapeutic effects in various organisms (See Krieg et 
al Immunology Today, 2000, 21/10:521-526; McCluskie et al, Mol. Med., 
1999, 5/5:287-300 for recent advances using CpG oligonucleotides). 
Biological responses to the administration of CpG containing 
oligonucleotides vary, however, depending on the mode of administration 
and the organism (See McCluskie et al in its entirety, and especially on page 
296; see Krieg et al on page 524). 
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Therefore, the skilled artisan at the time the invention was made 
recognized the lack of predictability of the nature of the art and state of the 
prior art to which the instant invention pertains. Also, such disclosures 
clearly indicate that the amount of direction or guidance presented in the 
specification is limited, and would not permit a person skilled in the art to 
use the invention without undue experimentation at the time the invention 
was made. 

Factors to be considered in determining whether undue 
experimentation is required, are set forth in In re Wands 8 USPQ2d 1400. 
They include (1) the quantity of experimentation necessary, (2) the amount 
of direction or guidance presented, (3) the presence or absence of working 
examples, (4) the nature of the invention, (5) the state of the prior art, (6) the 
relative skill of those in the art, (7) the predictability or unpredictability of 
the art and (8) the breadth of the claims. 

Applying the above test to the facts of record, it is determined that 1) 
no declaration under 37 C.F.R. 1. 132 or other relevant evidence has been 
made of record establishing the amount of experimentation necessary, 2) 
insufficient direction or guidance is presented in the specification with 
respect to the claimed immunostimulatory sequences, 3) the relative skill of 
those in the art is commonly recognized as quite high (post-doctoral level). 
With regard to (4) the nature of the invention and (5) the state of the prior 
art, these have been discussed above. One of skill in the art would require 
guidance, in order to practice the claimed invention. For reasons stated 
above (i.e. lack of enabling disclosure, unpredictability of the art, and lack of 
guidance) it would require undue experimentation to practice the claimed 
invention. A conclusion of lack of enablement means that, based on the 
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evidence regarding each of the above factors, the specification, at the time 
the application was filed, would not have taught one skilled in the art how to 
make and/or use the full scope of the claimed invention without undue 
experimentation. In re Wright, 999 F.2d 1557, 1562, 27 USPQ2d 1510, 1513 
(Fed. Cir. 1993). In view of all of the above, the pending specification does 
not enable the claimed invention and therefore the pending claims are not 
enabled. 

1 1 . The following is a quotation of the appropriate paragraphs of 35 
U.S.C. 102 that form the basis for the rejections under this section made in 
this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 



12. Claims 1-7 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Sakurai et al (Polymer Preprints, 2004, 45/2:457-458) or Mizu et al (J. 
Am. Chem. Soc, 2004, 126:8372-8373). 

Sakurai et al discloses schizophyllan (SPG), which is a natural p-(l, 
3)-D-glucan existing as a triple helix in water and as a single chain in 
DMSO (p. 457). Sakurai et al discloses that SPG can form ". . .a complex 
with a polynucleotide. In order to apply SPG as an ODN carrier, we 
attached arginine (R8) and arginine-glycine-aspartic acid tripeptide (RGD) 
were to the SPG side chain." (p. 457, left column) Sakurai et al discloses 
that among the "functional ODNs CpG sequence (CpG DNA) have been 



Application/Control Number: 1 0/557, 1 08 Page 
Art Unit: 1645 

shown to stimulate a cell-mediated immune response for mammals. This 
immune response is considered to be a defense system that mammals have 
evolved based on the fact that unmethylated CpG sequence emerges more 
frequently in bacterial DNA than in mammalian DNA. Considerable 
attention is devoted to this response because CpG DNA can be 
extraordinarily effective adjuvants for many vaccines against infections 
agents, cancer antigens, and allergen." (p. 457, left column) Sakuari et al 
discloses that the use of CpG that have phosphorothioate modifications. 

Mizu et al discloses "Oligodeoxyniicleotides containing unmethylated 
CpG sequences (CpG DNA) have been shown to sti mulate a cell-mediated 
immune response for mammals. This immune response is considered to be 
a defense system that mammals have evolved because unmethylated 
CpG sequence emerges more frequently in bacterial DNAs than in 
mammalian DNAs. Considerable attention is devoted to this response 
because CpG DNA can be extraordinarily effective adjuvants for many 
vaccines against infections agents, cancer antigens, and allergen." (p. 8372, 
left column) "Sakurai and Shinkai found that the p-(1, 3)-D-glucan 
schizophyllan (SPG) forms a novel complex with some polynucleotides, 
and the complex is applicable to an antisense DNA carrier. Here, SPG is an 
extracellular polysaccharide produced by the fungus Schizophyllan 
commune, and the main chain consists of p-( 1 , 3)-D-gluean and one p-(l, 6)- 
D-glycosyl side chain linked to the main chain at every three glucose 
residues (Figure 1)." (p. 8372, left column) "The uptake efficiency of SPG 
itself is not so hi gh; therefore, we modified SPG with a functional group that 
can induce passive cellular ingestion. In this work, we introduced spermine 
(SP), arginine-glycine-aspartic acid tripeptide (RGD), octaarginine (R8), and 
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cholesterol (Choi) (see Table 1). As CpG DNA, we used phosphorothioate 
5'~TCCATG4CGrFCCTGATG-(dA)40-3' (the immunostimulatory 
sequence; PuPuCGPyPy is italicized)." (p. 8372, right column; see also p. 
8373, right column) 

The prior art anticipates the claimed invention. Since the Patent 
Office does not have the facilities for examining and comparing applicants' 
immunostimulating agent with the immunostimulating agent of the prior art 
reference, the burden is upon applicants to show a distinction between the 
material structural and functional characteristics of the claimed 
immunostimulating agent and the immunostimulating agent of the prior art. 
See In re Best , 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and In re 
Fitzgerald et al . 205 USPQ 594. 

13. Claims 1-7 are rejected under 35 U.S.C. 102(a) as being anticipated 
by Anada et al (Trends in Glycoscience and Glycotechnology, March 2005, 
17/94:49-57) or Sakurai et al (Non-viral Gene Therapy, 2005, Ed.: Taira et 
al, pp. 103-117). 

Anada et al, for example, discloses a schizophyllan (SPG) that is a 
polysaccharide that belongs to the p-(l-3) glucan family and adopts a triple 
helixical conformation and that the SPG can be complexed with a CpG motif 
(abstract; p. 53; see also p. 55). Anada et al discloses these DNA are 
immunostimulant oligonucleotides (p. 50) Anada et al discloses that the 
side chain of the SPG can be modified to have functional groups such as 
amines, amino acids, peptide and RGD tripeptide (p. 54; p. 53, figure 5). 

The prior art anticipates the claimed invention. Since the Patent 
Office does not have the facilities for examining and comparing applicants' 
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immunostimulating agent with the immunostimulating agent of the prior art 
reference, the burden is upon applicants to show a distinction between the 
material structural and functional characteristics of the claimed 
immunostimulating agent and the immunostimulating agent of the prior art. 
See In re Best, 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and In re 
Fitzgerald et al . 205 USPQ 594. 

14. Claims 1-5 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Sakurai et al (228 th ACS National Meeting, August 22-26, 2004, abstract 
only). 

Sakurai et al discloses "Unmethylated CpG sequence (CpG DNA) has 
been shown to stimulate a cell-mediated immune response for mammals. 
Recent studies are clarifying the biol. mechanism of this response, and 
considerable attention is devoted to this response because CpG DNA can be 
extraordinarily effective adjuvants. Since oligonucleotide itself is unstable in 
biol. fluids, an appropriate carrier is necessary to deliver CpG DNA to the 
recognition sit located in endosome. We have studied that the P-(l-3)-D- 
glucan schizophyllan (SPG) forms a stoichiometric complex with some 
polynucleotides. This paper describes our attempt to apply the SPG complex 
to deliver CpG DNA to in order to enhance cytokine secretion." (abstract) 

The prior art anticipates the claimed invention. Since the Patent 
Office does not have the facilities for examining and comparing applicants' 
immunostimulating agent with the immunostimulating agent of the prior art 
reference, the burden is upon applicants to show a distinction between the 
material structural and functional characteristics of the claimed 
immunostimulating agent and the immunostimulating agent of the prior art. 
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See In re Best 562 F.2d 1252, 195 USPQ 430 (CCPA 1977) and In re 
Fitzgerald et al , 205 USPQ 594. 

15. No claims are allowed. 

1 6. The prior art made of record and not relied upon is considered 
pertinent to applicant's disclosure. 

17. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to N. M. Minnifield 
whose telephone number is 571-272-0860. The examiner can normally be 
reached on M-F (8:00-5:30) Second Friday Off. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Robert B. Mondesi can be reached on 571-272-0956. 
The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained 
from the Patent Application Information Retrieval (PAIR) system. Status 
information for published applications may be obtained from either Private 
PAIR or Public PAIR. Status information for unpublished applications is 
available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access 
to the Private PAIR system, contact the Electronic Business Center (EBC) at 
866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Application/Control Number: 1 0/557, 1 08 
Art Unit: 1645 



Page 22 



/N. M. Minnifield/ 

Primary Examiner, Art Unit 1 645 

February 26, 2009 



N. M. Minnifield 
Primary Examiner 
Art Unit 1645 



